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other materials used in the production 
of a drug substance or drug product. 
For the purpose of this definition, ac-
ceptance criteria means numerical lim-
its, ranges, or other criteria for the 
tests described. 

Strength is the amount of drug sub-
stance contained in, delivered, or deliv-
erable from a drug product, which in-
cludes: 

(1)(i) The total quantity of drug sub-
stance in mass or units of activity in a 
dosage unit or container closure (e.g., 
weight/unit dose, weight/volume or 
weight/weight in a container closure, 
or units/volume or units/weight in a 
container closure); and/or, as applica-
ble. 

(ii) The concentration of the drug 
substance in mass or units of activity 
per unit volume or mass (e.g., weight/ 
weight, weight/volume, or units/vol-
ume); or 

(2) Such other criteria the Agency es-
tablishes for determining the amount 
of drug substance contained in, deliv-
ered, or deliverable from a drug prod-
uct if the weights and measures de-
scribed in paragraph (i) of this defini-
tion do not apply (e.g., certain drug-de-
vice combination products for which 
the amount of drug substance is emit-
ted per use or unit time). 

Substantially complete application is an 
ANDA that on its face is sufficiently 
complete to permit a substantive re-
view. Sufficiently complete means that 
the ANDA contains all the information 
required under section 505(j)(2)(A) of 
the Federal Food, Drug, and Cosmetic 
Act and does not contain a deficiency 
described in § 314.101(d) and (e). 

Tentative approval is notification that 
an NDA or ANDA otherwise meets the 
requirements for approval under the 
Federal Food, Drug, and Cosmetic Act, 
but cannot be approved because there 
is a 7-year period of orphan exclusivity 
for a listed drug under section 527 of 
the Federal Food, Drug, and Cosmetic 
Act and § 316.31 of this chapter, or that 
a 505(b)(2) application or ANDA other-
wise meets the requirements for ap-
proval under the Federal Food, Drug, 
and Cosmetic Act, but cannot be ap-
proved until the conditions in 
§ 314.107(b)(1)(iii), (b)(3), or (c) are met; 
because there is a period of exclusivity 
for the listed drug under § 314.108; be-

cause there is a period of pediatric ex-
clusivity for the listed drug under sec-
tion 505A of the Federal Food, Drug, 
and Cosmetic Act; because there is a 
period of exclusivity for the listed drug 
under section 505E of the Federal Food, 
Drug, and Cosmetic Act; or because a 
court order pursuant to 35 U.S.C. 
271(e)(4)(A) orders that the NDA or 
ANDA may be approved no earlier than 
the date specified. A drug product that 
is granted tentative approval is not an 
approved drug and will not be approved 
until FDA issues an approval letter 
after any necessary additional review 
of the NDA or ANDA. 

The list is the list of approved drug 
products published in FDA’s current 
‘‘Approved Drug Products With Thera-
peutic Equivalence Evaluations,’’ 
available electronically on FDA’s Web 
site at http://www.fda.gov/cder. 

Therapeutic equivalents are approved 
drug products that are pharmaceutical 
equivalents for which bioequivalence 
has been demonstrated, and that can be 
expected to have the same clinical ef-
fect and safety profile when adminis-
tered to patients under the conditions 
specified in the labeling. 

[81 FR 69636, Oct. 6, 2016] 

Subpart B—Applications 
§ 314.50 Content and format of an 

NDA. 
NDAs and supplements to approved 

NDAs are required to be submitted in 
the form and contain the information, 
as appropriate for the particular sub-
mission, required under this section. 
Three copies of the NDA are required: 
An archival copy, a review copy, and a 
field copy. An NDA for a new chemical 
entity will generally contain an appli-
cation form, an index, a summary, five 
or six technical sections, case report 
tabulations of patient data, case report 
forms, drug samples, and labeling, in-
cluding, if applicable, any Medication 
Guide required under part 208 of this 
chapter. Other NDAs will generally 
contain only some of those items, and 
information will be limited to that 
needed to support the particular sub-
mission. These include an NDA of the 
type described in section 505(b)(2) of 
the Federal Food, Drug, and Cosmetic 
Act, an amendment, and a supplement. 
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The NDA is required to contain reports 
of all investigations of the drug prod-
uct sponsored by the applicant, and all 
other information about the drug perti-
nent to an evaluation of the NDA that 
is received or otherwise obtained by 
the applicant from any source. FDA 
will maintain guidance documents on 
the format and content of NDAs to as-
sist applicants in their preparation. 

(a) Application form. The applicant 
must submit a completed and signed 
application form that contains the fol-
lowing: 

(1) The name and address of the ap-
plicant; the date of the NDA; the NDA 
number if previously issued (for exam-
ple, if the NDA is a resubmission or an 
amendment or supplement); the name 
of the drug product, including its es-
tablished, proprietary, code, and chem-
ical names; the dosage form and 
strength; the route of administration; 
the identification numbers of all INDs 
(as defined in § 312.3(b) of this chapter) 
that are referenced in the NDA; the 
identification numbers of all drug mas-
ter files and other applications under 
this part that are referenced in the 
NDA; and the drug product’s proposed 
indications for use. 

(2) A statement whether the submis-
sion is an original submission, a 
505(b)(2) application, a resubmission, or 
a supplement to an application under 
§ 314.70. 

(3) A statement whether the appli-
cant proposes to market the drug prod-
uct as a prescription or an over-the- 
counter product. 

(4) A check-list identifying what en-
closures required under this section the 
applicant is submitting. 

(5) The applicant, or the applicant’s 
attorney, agent, or other authorized of-
ficial must sign the NDA. If the person 
signing the NDA does not reside or 
have a place of business within the 
United States, the NDA is required to 
contain the name and address of, and 
be countersigned by, an attorney, 
agent, or other authorized official who 
resides or maintains a place of business 
within the United States. 

(b) Index. The archival copy of the 
NDA is required to contain a com-
prehensive index by volume number 
and page number to the summary 
under paragraph (c) of this section, the 

technical sections under paragraph (d) 
of this section, and the supporting in-
formation under paragraph (f) of this 
section. 

(c) Summary. (1) An NDA is required 
to contain a summary of the NDA in 
enough detail that the reader may gain 
a good general understanding of the 
data and information in the NDA, in-
cluding an understanding of the quan-
titative aspects of the data. The sum-
mary is not required for supplements 
under § 314.70. Resubmissions of an NDA 
should contain an updated summary, 
as appropriate. The summary should 
discuss all aspects of the NDA, and 
synthesize the information into a well- 
structured and unified document. The 
summary should be written at approxi-
mately the level of detail required for 
publication in, and meet the editorial 
standards generally applied by, ref-
ereed scientific and medical journals. 
In addition to the agency personnel re-
viewing the summary in the context of 
their review of the NDA, FDA may fur-
nish the summary to FDA advisory 
committee members and agency offi-
cials whose duties require an under-
standing of the NDA. To the extent 
possible, data in the summary should 
be presented in tabular and graphic 
forms. FDA has prepared a guideline 
under § 10.90(b) that provides informa-
tion about how to prepare a summary. 
The summary required under this para-
graph may be used by FDA or the ap-
plicant to prepare the Summary Basis 
of Approval document for public disclo-
sure (under § 314.430(e)(2)(ii)) when the 
NDA is approved. 

(2) The summary is required to con-
tain the following information: 

(i) The proposed text of the labeling, 
including, if applicable, any Medica-
tion Guide required under part 208 of 
this chapter, for the drug, with annota-
tions to the information in the sum-
mary and technical sections of the 
NDA that support the inclusion of each 
statement in the labeling, and, if the 
NDA is for a prescription drug, state-
ments describing the reasons for omit-
ting a section or subsection of the la-
beling format in § 201.57 of this chapter. 

(ii) A statement identifying the phar-
macologic class of the drug and a dis-
cussion of the scientific rationale for 
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the drug, its intended use, and the po-
tential clinical benefits of the drug 
product. 

(iii) A brief description of the mar-
keting history, if any, of the drug out-
side the United States, including a list 
of the countries in which the drug has 
been marketed, a list of any countries 
in which the drug has been withdrawn 
from marketing for any reason related 
to safety or effectiveness, and a list of 
countries in which applications for 
marketing are pending. The descrip-
tion is required to describe both mar-
keting by the applicant and, if known, 
the marketing history of other persons. 

(iv) A summary of the chemistry, 
manufacturing, and controls section of 
the NDA. 

(v) A summary of the nonclinical 
pharmacology and toxicology section 
of the NDA. 

(vi) A summary of the human phar-
macokinetics and bioavailability sec-
tion of the NDA. 

(vii) A summary of the microbiology 
section of the NDA (for anti-infective 
drugs only). 

(viii) A summary of the clinical data 
section of the NDA, including the re-
sults of statistical analyses of the clin-
ical trials. 

(ix) A concluding discussion that pre-
sents the benefit and risk consider-
ations related to the drug, including a 
discussion of any proposed additional 
studies or surveillance the applicant 
intends to conduct postmarketing. 

(d) Technical sections. The NDA is re-
quired to contain the technical sec-
tions described below. Each technical 
section is required to contain data and 
information in sufficient detail to per-
mit the agency to make a knowledge-
able judgment about whether to ap-
prove the NDA or whether grounds 
exist under section 505(d) of the Fed-
eral Food, Drug, and Cosmetic Act to 
refuse to approve the NDA. The re-
quired technical sections are as fol-
lows: 

(1) Chemistry, manufacturing, and con-
trols section. A section describing the 
composition, manufacture, and speci-
fication of the drug substance and the 
drug product, including the following: 

(i) Drug substance. A full description 
of the drug substance including its 
physical and chemical characteristics 

and stability; the name and address of 
its manufacturer; the method of syn-
thesis (or isolation) and purification of 
the drug substance; the process con-
trols used during manufacture and 
packaging; and the specifications nec-
essary to ensure the identity, strength, 
quality, and purity of the drug sub-
stance and the bioavailability of the 
drug products made from the sub-
stance, including, for example, tests, 
analytical procedures, and acceptance 
criteria relating to stability, sterility, 
particle size, and crystalline form. The 
NDA may provide additionally for the 
use of alternatives to meet any of these 
requirements, including alternative 
sources, process controls, and analyt-
ical procedures. Reference to the cur-
rent edition of the U.S. Pharmacopeia 
and the National Formulary may sat-
isfy relevant requirements in this para-
graph. 

(ii)((a)) Drug product. A list of all 
components used in the manufacture of 
the drug product (regardless of whether 
they appear in the drug product) and a 
statement of the composition of the 
drug product; the specifications for 
each component; the name and address 
of each manufacturer of the drug prod-
uct; a description of the manufacturing 
and packaging procedures and in-proc-
ess controls for the drug product; the 
specifications necessary to ensure the 
identity, strength, quality, purity, po-
tency, and bioavailability of the drug 
product, including, for example, tests, 
analytical procedures, and acceptance 
criteria relating to sterility, dissolu-
tion rate, container closure systems; 
and stability data with proposed expi-
ration dating. The NDA may provide 
additionally for the use of alternatives 
to meet any of these requirements, in-
cluding alternative components, manu-
facturing and packaging procedures, 
in-process controls, and analytical pro-
cedures. Reference to the current edi-
tion of the U.S. Pharmacopeia and the 
National Formulary may satisfy rel-
evant requirements in this paragraph. 

(b) Unless provided by paragraph 
(d)(1)(ii)(a) of this section, for each 
batch of the drug product used to con-
duct a bioavailability or bioequiva-
lence study described in § 320.38 or 
§ 320.63 of this chapter or used to con-
duct a primary stability study: The 
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batch production record; the specifica-
tion for each component and for the 
drug product; the names and addresses 
of the sources of the active and 
noncompendial inactive components 
and of the container and closure sys-
tem for the drug product; the name and 
address of each contract facility in-
volved in the manufacture, processing, 
packaging, or testing of the drug prod-
uct and identification of the operation 
performed by each contract facility; 
and the results of any test performed 
on the components used in the manu-
facture of the drug product as required 
by § 211.84(d) of this chapter and on the 
drug product as required by § 211.165 of 
this chapter. 

(c) The proposed or actual master 
production record, including a descrip-
tion of the equipment, to be used for 
the manufacture of a commercial lot of 
the drug product or a comparably de-
tailed description of the production 
process for a representative batch of 
the drug product. 

(iii) Environmental impact. The NDA is 
required to contain either a claim for 
categorical exclusion under § 25.30 or 
25.31 of this chapter or an environ-
mental assessment under § 25.40 of this 
chapter. 

(iv) The applicant may, at its option, 
submit a complete chemistry, manu-
facturing, and controls section 90 to 120 
days before the anticipated submission 
of the remainder of the NDA. FDA will 
review such early submissions as re-
sources permit. 

(v) The applicant must include a 
statement certifying that the field 
copy of the NDA has been provided to 
the applicant’s home FDA district of-
fice. 

(2) Nonclinical pharmacology and toxi-
cology section. A section describing, 
with the aid of graphs and tables, ani-
mal and in vitro studies with drug, in-
cluding the following: 

(i) Studies of the pharmacological ac-
tions of the drug in relation to its pro-
posed therapeutic indication and stud-
ies that otherwise define the pharma-
cologic properties of the drug or are 
pertinent to possible adverse effects. 

(ii) Studies of the toxicological ef-
fects of the drug as they relate to the 
drug’s intended clinical uses, includ-
ing, as appropriate, studies assessing 

the drug’s acute, subacute, and chronic 
toxicity; carcinogenicity; and studies 
of toxicities related to the drug’s par-
ticular mode of administration or con-
ditions of use. 

(iii) Studies, as appropriate, of the ef-
fects of the drug on reproduction and 
on the developing fetus. 

(iv) Any studies of the absorption, 
distribution, metabolism, and excre-
tion of the drug in animals. 

(v) For each nonclinical laboratory 
study subject to the good laboratory 
practice regulations under part 58 a 
statement that it was conducted in 
compliance with the good laboratory 
practice regulations in part 58, or, if 
the study was not conducted in compli-
ance with those regulations, a brief 
statement of the reason for the non-
compliance. 

(3) Human pharmacokinetics and bio-
availability section. A section describing 
the human pharmacokinetic data and 
human bioavailability data, or infor-
mation supporting a waiver of the sub-
mission of in vivo bioavailability data 
under subpart B of part 320, including 
the following: 

(i) A description of each of the bio-
availability and pharmacokinetic stud-
ies of the drug in humans performed by 
or on behalf of the applicant that in-
cludes a description of the analytical 
procedures and statistical methods 
used in each study and a statement 
with respect to each study that it ei-
ther was conducted in compliance with 
the institutional review board regula-
tions in part 56, or was not subject to 
the regulations under § 56.104 or § 56.105, 
and that it was conducted in compli-
ance with the informed consent regula-
tions in part 50. 

(ii) If the NDA describes in the chem-
istry, manufacturing, and controls sec-
tion tests, analytical procedures, and 
acceptance criteria needed to assure 
the bioavailability of the drug product 
or drug substance, or both, a statement 
in this section of the rationale for es-
tablishing the tests, analytical proce-
dures, and acceptance criteria, includ-
ing data and information supporting 
the rationale. 

(iii) A summarizing discussion and 
analysis of the pharmacokinetics and 
metabolism of the active ingredients 
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and the bioavailability or bioequiva-
lence, or both, of the drug product. 

(4) Microbiology section. If the drug is 
an anti-infective drug, a section de-
scribing the microbiology data, includ-
ing the following: 

(i) A description of the biochemical 
basis of the drug’s action on microbial 
physiology. 

(ii) A description of the anti-
microbial spectra of the drug, includ-
ing results of in vitro preclinical stud-
ies to demonstrate concentrations of 
the drug required for effective use. 

(iii) A description of any known 
mechanisms of resistance to the drug, 
including results of any known epi-
demiologic studies to demonstrate 
prevalence of resistance factors. 

(iv) A description of clinical microbi-
ology laboratory procedures (for exam-
ple, in vitro sensitivity discs) needed 
for effective use of the drug. 

(5) Clinical data section. A section de-
scribing the clinical investigations of 
the drug, including the following: 

(i) A description and analysis of each 
clinical pharmacology study of the 
drug, including a brief comparison of 
the results of the human studies with 
the animal pharmacology and toxi-
cology data. 

(ii) A description and analysis of each 
controlled clinical study pertinent to a 
proposed use of the drug, including the 
protocol and a description of the statis-
tical analyses used to evaluate the 
study. If the study report is an interim 
analysis, this is to be noted and a pro-
jected completion date provided. Con-
trolled clinical studies that have not 
been analyzed in detail for any reason 
(e.g., because they have been discon-
tinued or are incomplete) are to be in-
cluded in this section, including a copy 
of the protocol and a brief description 
of the results and status of the study. 

(iii) A description of each uncon-
trolled clinical study, a summary of 
the results, and a brief statement ex-
plaining why the study is classified as 
uncontrolled. 

(iv) A description and analysis of any 
other data or information relevant to 
an evaluation of the safety and effec-
tiveness of the drug product obtained 
or otherwise received by the applicant 
from any source, foreign or domestic, 
including information derived from 

clinical investigations, including con-
trolled and uncontrolled studies of uses 
of the drug other than those proposed 
in the NDA, commercial marketing ex-
perience, reports in the scientific lit-
erature, and unpublished scientific pa-
pers. 

(v) An integrated summary of the 
data demonstrating substantial evi-
dence of effectiveness for the claimed 
indications. Evidence is also required 
to support the dosage and administra-
tion section of the labeling, including 
support for the dosage and dose inter-
val recommended. The effectiveness 
data must be presented by gender, age, 
and racial subgroups and must identify 
any modifications of dose or dose inter-
val needed for specific subgroups. Ef-
fectiveness data from other subgroups 
of the population of patients treated, 
when appropriate, such as patients 
with renal failure or patients with dif-
ferent levels of severity of the disease, 
also must be presented. 

(vi) A summary and updates of safety 
information, as follows: 

(a) The applicant must submit an in-
tegrated summary of all available in-
formation about the safety of the drug 
product, including pertinent animal 
data, demonstrated or potential ad-
verse effects of the drug, clinically sig-
nificant drug/drug interactions, and 
other safety considerations, such as 
data from epidemiological studies of 
related drugs. The safety data must be 
presented by gender, age, and racial 
subgroups. When appropriate, safety 
data from other subgroups of the popu-
lation of patients treated also must be 
presented, such as for patients with 
renal failure or patients with different 
levels of severity of the disease. A de-
scription of any statistical analyses 
performed in analyzing safety data 
should also be included, unless already 
included under paragraph (d)(5)(ii) of 
this section. 

(b) The applicant must, under section 
505(i) of the Federal Food, Drug, and 
Cosmetic Act, update periodically its 
pending NDA with new safety informa-
tion learned about the drug that may 
reasonably affect the statement of con-
traindications, warnings, precautions, 
and adverse reactions in the draft la-
beling and, if applicable, any Medica-
tion Guide required under part 208 of 
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this chapter. These ‘‘safety update re-
ports’’ must include the same kinds of 
information (from clinical studies, ani-
mal studies, and other sources) and 
must be submitted in the same format 
as the integrated summary in para-
graph (d)(5)(vi)(a) of this section. In ad-
dition, the reports must include the 
case report forms for each patient who 
died during a clinical study or who did 
not complete the study because of an 
adverse event (unless this requirement 
is waived). The applicant must submit 
these reports (1) 4 months after the ini-
tial submission; (2) in a resubmission 
following receipt of a complete re-
sponse letter; and (3) at other times as 
requested by FDA. Before submitting 
the first such report, applicants are en-
couraged to consult with FDA regard-
ing further details on its form and con-
tent. 

(vii) If the drug has a potential for 
abuse, a description and analysis of 
studies or information related to abuse 
of the drug, including a proposal for 
scheduling under the Controlled Sub-
stances Act. A description of any stud-
ies related to overdosage is also re-
quired, including information on dialy-
sis, antidotes, or other treatments, if 
known. 

(viii) An integrated summary of the 
benefits and risks of the drug, includ-
ing a discussion of why the benefits ex-
ceed the risks under the conditions 
stated in the labeling. 

(ix) A statement with respect to each 
clinical study involving human sub-
jects that it either was conducted in 
compliance with the institutional re-
view board regulations in part 56, or 
was not subject to the regulations 
under § 56.104 or § 56.105, and that it was 
conducted in compliance with the in-
formed consent regulations in part 50. 

(x) If a sponsor has transferred any 
obligations for the conduct of any clin-
ical study to a contract research orga-
nization, a statement containing the 
name and address of the contract re-
search organization, identification of 
the clinical study, and a listing of the 
obligations transferred. If all obliga-
tions governing the conduct of the 
study have been transferred, a general 
statement of this transfer—in lieu of a 
listing of the specific obligations trans-
ferred—may be submitted. 

(xi) If original subject records were 
audited or reviewed by the sponsor in 
the course of monitoring any clinical 
study to verify the accuracy of the case 
reports submitted to the sponsor, a list 
identifying each clinical study so au-
dited or reviewed. 

(6) Statistical section. A section de-
scribing the statistical evaluation of 
clinical data, including the following: 

(i) A copy of the information sub-
mitted under paragraph (d)(5)(ii) of this 
section concerning the description and 
analysis of each controlled clinical 
study, and the documentation and sup-
porting statistical analyses used in 
evaluating the controlled clinical stud-
ies. 

(ii) A copy of the information sub-
mitted under paragraph (d)(5)(vi)(a) of 
this section concerning a summary of 
information about the safety of the 
drug product, and the documentation 
and supporting statistical analyses 
used in evaluating the safety informa-
tion. 

(7) Pediatric use section. A section de-
scribing the investigation of the drug 
for use in pediatric populations, includ-
ing an integrated summary of the in-
formation (the clinical pharmacology 
studies, controlled clinical studies, or 
uncontrolled clinical studies, or other 
data or information) that is relevant to 
the safety and effectiveness and bene-
fits and risks of the drug in pediatric 
populations for the claimed indica-
tions, a reference to the full descrip-
tions of such studies provided under 
paragraphs (d)(3) and (d)(5) of this sec-
tion, and information required to be 
submitted under § 314.55. 

(e) Samples and labeling. (1) Upon re-
quest from FDA, the applicant must 
submit the samples described below to 
the places identified in the Agency’s 
request. FDA generally will ask appli-
cants to submit samples directly to 
two or more Agency laboratories that 
will perform all necessary tests on the 
samples and validate the applicant’s 
analytical procedures. 

(i) Four representative samples of the 
following, each sample in sufficient 
quantity to permit FDA to perform 
three times each test described in the 
NDA to determine whether the drug 
substance and the drug product meet 
the specifications given in the NDA: 
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(a) The drug product proposed for 
marketing; 

(b) The drug substance used in the 
drug product from which the samples 
of the drug product were taken; and 

(c) Reference standards and blanks 
(except that reference standards recog-
nized in an official compendium need 
not be submitted). 

(ii) Samples of the finished market 
package, if requested by FDA. 

(2) The applicant must submit the 
following in the archival copy of the 
NDA: 

(i) Three copies of the analytical pro-
cedures and related descriptive infor-
mation contained in the chemistry, 
manufacturing, and controls section 
under paragraph (d)(1) of this section 
for the drug substance and the drug 
product that are necessary for FDA’s 
laboratories to perform all necessary 
tests on the samples and to validate 
the applicant’s analytical procedures. 
The related descriptive information in-
cludes a description of each sample; 
the proposed regulatory specifications 
for the drug; a detailed description of 
the methods of analysis; supporting 
data for accuracy, specificity, precision 
and ruggedness; and complete results 
of the applicant’s tests on each sample. 

(ii) Copies of the label and all label-
ing for the drug product (including, if 
applicable, any Medication Guide re-
quired under part 208 of this chapter) 
for the drug product (4 copies of draft 
labeling or 12 copies of final printed la-
beling). 

(f) Case report forms and tabulations. 
The archival copy of the NDA is re-
quired to contain the following case re-
port tabulations and case report forms: 

(1) Case report tabulations. The NDA is 
required to contain tabulations of the 
data from each adequate and well-con-
trolled study under § 314.126 (Phase 2 
and Phase 3 studies as described in 
§§ 312.21 (b) and (c) of this chapter), tab-
ulations of the data from the earliest 
clinical pharmacology studies (Phase 1 
studies as described in § 312.21(a) of this 
chapter), and tabulations of the safety 
data from other clinical studies. Rou-
tine submission of other patient data 
from uncontrolled studies is not re-
quired. The tabulations are required to 
include the data on each patient in 
each study, except that the applicant 

may delete those tabulations which the 
agency agrees, in advance, are not per-
tinent to a review of the drug’s safety 
or effectiveness. Upon request, FDA 
will discuss with the applicant in a 
‘‘pre-NDA’’ conference those tabula-
tions that may be appropriate for such 
deletion. Barring unforeseen cir-
cumstances, tabulations agreed to be 
deleted at such a conference will not be 
requested during the conduct of FDA’s 
review of the NDA. If such unforeseen 
circumstances do occur, any request 
for deleted tabulations will be made by 
the director of the FDA division re-
sponsible for reviewing the NDA, in ac-
cordance with paragraph (f)(3) of this 
section. 

(2) Case report forms. The NDA is re-
quired to contain copies of individual 
case report forms for each patient who 
died during a clinical study or who did 
not complete the study because of an 
adverse event, whether believed to be 
drug related or not, including patients 
receiving reference drugs or placebo. 
This requirement may be waived by 
FDA for specific studies if the case re-
port forms are unnecessary for a proper 
review of the study. 

(3) Additional data. The applicant 
must submit to FDA additional case 
report forms and tabulations needed to 
conduct a proper review of the NDA, as 
requested by the director of the FDA 
division responsible for reviewing the 
NDA. The applicant’s failure to submit 
information requested by FDA within 
30 days after receipt of the request may 
result in the agency viewing any even-
tual submission as a major amendment 
under § 314.60 and extending the review 
period as necessary. If desired by the 
applicant, the FDA division director 
will verify in writing any request for 
additional data that was made orally. 

(4) Presentation and format. Appli-
cants are invited to meet with FDA be-
fore submitting an NDA to discuss the 
presentation and format of supporting 
information. If the applicant and FDA 
agree, the applicant may submit tab-
ulations of patient data and case report 
forms in an alternate form. 

(g) Other. The following general re-
quirements apply to the submission of 
information within the summary under 
paragraph (c) of this section and within 
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the technical sections under paragraph 
(d) of this section. 

(1) The applicant ordinarily is not re-
quired to resubmit information pre-
viously submitted, but may incor-
porate the information by reference. A 
reference to information submitted 
previously is required to identify the 
file by name, reference number, vol-
ume, and page number in the agency’s 
records where the information can be 
found. A reference to information sub-
mitted to the agency by a person other 
than the applicant is required to con-
tain a written statement that author-
izes the reference and that is signed by 
the person who submitted the informa-
tion. 

(2) The applicant must submit an ac-
curate and complete English trans-
lation of each part of the NDA that is 
not in English. The applicant must 
submit a copy of each original lit-
erature publication for which an 
English translation is submitted. 

(3) If an applicant who submits an 
NDA under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act obtains 
a ‘‘right of reference or use,’’ as defined 
under § 314.3(b), to an investigation de-
scribed in clause (A) of section 505(b)(1) 
of the Federal Food, Drug, and Cos-
metic Act, the applicant must include 
in its NDA a written statement signed 
by the owner of the data from each 
such investigation that the applicant 
may rely on in support of the approval 
of its NDA, and provide FDA access to, 
the underlying raw data that provide 
the basis for the report of the inves-
tigation submitted in its NDA. 

(h) Patent information. The NDA is re-
quired to contain the patent informa-
tion described under § 314.53. 

(i) Patent certification—(1) Contents. A 
505(b)(2) application is required to con-
tain the following: 

(i) Patents claiming drug substance, 
drug product, or method of use. (A) An 
appropriate patent certification or 
statement with respect to each patent 
issued by the U.S. Patent and Trade-
mark Office that, in the opinion of the 
applicant and to the best of its knowl-
edge, claims the drug substance or drug 
product on which investigations that 
are relied upon by the applicant for ap-
proval of its 505(b)(2) application were 
conducted or that claims an approved 

use for such drug and for which infor-
mation is required to be filed under 
section 505(b) and (c) of the Federal 
Food, Drug, and Cosmetic Act and 
§ 314.53. For each such patent, the ap-
plicant must provide the patent num-
ber and certify, in its opinion and to 
the best of its knowledge, one of the 
following circumstances: 

(1) That the patent information has 
not been submitted to FDA. The appli-
cant must entitle such a certification 
‘‘Paragraph I Certification’’; 

(2) That the patent has expired. The 
applicant must entitle such a certifi-
cation ‘‘Paragraph II Certification’’; 

(3) The date on which the patent will 
expire. The applicant must entitle such 
a certification ‘‘Paragraph III Certifi-
cation’’; or 

(4)(i) That the patent is invalid, un-
enforceable, or will not be infringed by 
the manufacture, use, or sale of the 
drug product for which the 505(b)(2) ap-
plication is submitted. The applicant 
must entitle such a certification 
‘‘Paragraph IV Certification’’. This cer-
tification must be submitted in the fol-
lowing form: 

I, (name of applicant), certify that Patent 
No. llll (is invalid, unenforceable, or will 
not be infringed by the manufacture, use, or 
sale of) (name of proposed drug product) for 
which this 505(b)(2) application is submitted. 

(ii) The certification must be accom-
panied by a statement that the appli-
cant will comply with the require-
ments under § 314.52(a) with respect to 
providing a notice to each owner of the 
patent or its representative and to the 
NDA holder (or, if the NDA holder does 
not reside or maintain a place of busi-
ness within the United States, its at-
torney, agent, or other authorized offi-
cial) for the drug product that is 
claimed by the patent or a use of which 
is claimed by the patent and with the 
requirements under § 314.52(b) with re-
spect to sending the notice and under 
§ 314.52(c) with respect to the content of 
the notice. 

(B) If the drug on which investiga-
tions that are relied upon by the appli-
cant were conducted is itself a licensed 
generic drug of a patented drug first 
approved under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act, 
an appropriate patent certification or 
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statement under this section with re-
spect to each patent that claims the 
first-approved patented drug or that 
claims an approved use for such a drug. 

(C) If, before the date of submission 
of an original 505(b)(2) application, 
there is a drug product approved in an 
NDA that is pharmaceutically equiva-
lent to the drug product for which the 
original 505(b)(2) application is sub-
mitted, an appropriate patent certifi-
cation or statement under this section 
with respect to each patent that claims 
the drug substance or drug product or 
that claims an approved use for one 
such drug product. 

(ii) No relevant patents. If, in the opin-
ion of the applicant and to the best of 
its knowledge, there are no patents de-
scribed in paragraph (i)(1)(i) of this sec-
tion, a certification in the following 
form: 

In the opinion and to the best knowledge of 
(name of applicant), there are no patents that 
claim the drug or drugs on which investiga-
tions that are relied upon in this 505(b)(2) ap-
plication were conducted or that claim a use 
of such drug or drugs. 

(iii) Method-of-use patent. (A) If infor-
mation that is submitted under section 
505(b) or (c) of the Federal Food, Drug, 
and Cosmetic Act and § 314.53 is for a 
method-of-use patent, and the labeling 
for the drug product for which the ap-
plicant is seeking approval does not in-
clude an indication or other condition 
of use that is covered by the method- 
of-use patent, a statement explaining 
that the method-of-use patent does not 
claim a proposed indication or other 
condition of use. 

(B) If the labeling of the drug product 
for which the applicant is seeking ap-
proval includes an indication or other 
condition of use that, according to the 
patent information submitted under 
section 505(b) or (c) of the Federal 
Food, Drug, and Cosmetic Act and 
§ 314.53 or in the opinion of the appli-
cant, is claimed by a method-of-use 
patent, the applicant must submit an 
applicable certification under para-
graph (i)(1)(i) of this section. 

(2) [Reserved] 
(3) Licensing agreements. If a 505(b)(2) 

application is submitted for a drug or 
method of using a drug claimed by a 
patent and the applicant has a licens-
ing agreement with the patent owner, 

the applicant must submit a paragraph 
IV certification as to that patent and a 
statement that the applicant has been 
granted a patent license. If the patent 
owner consents to approval of the 
505(b)(2) application (if otherwise eligi-
ble for approval) as of a specific date, 
the 505(b)(2) application must contain a 
written statement from the patent 
owner that it has a licensing agree-
ment with the applicant and that it 
consents to approval of the 505(b)(2) ap-
plication as of a specific date. 

(4) Untimely filing of patent informa-
tion. (i) If a patent described in para-
graph (i)(1)(i)(A) of this section is 
issued and the holder of the approved 
NDA for the patented drug does not file 
with FDA the required information on 
the patent within 30 days of issuance of 
the patent, an applicant who submitted 
a 505(b)(2) application that, before the 
submission of the patent information, 
contained an appropriate patent cer-
tification or statement is not required 
to submit a patent certification or 
statement to address the patent or pat-
ent information that is late-listed with 
respect to the pending 505(b)(2) applica-
tion. Except as provided in § 314.53(f)(1), 
an NDA holder’s amendment to the de-
scription of the approved method(s) of 
use claimed by the patent will be con-
sidered untimely filing of patent infor-
mation unless: 

(A) The amendment to the descrip-
tion of the approved method(s) of use 
claimed by the patent is submitted 
within 30 days of patent issuance; 

(B) The amendment to the descrip-
tion of the approved method(s) of use 
claimed by the patent is submitted 
within 30 days of approval of a cor-
responding change to product labeling; 
or 

(C) The amendment to the descrip-
tion of the approved method(s) of use 
claimed by the patent is submitted 
within 30 days of a decision by the U.S. 
Patent and Trademark Office or by a 
Federal district court, the Court of Ap-
peals for the Federal Circuit, or the 
U.S. Supreme Court that is specific to 
the patent and alters the construction 
of a method-of-use claim(s) of the pat-
ent, and the amendment contains a 
copy of the decision. 

(ii) An applicant whose 505(b)(2) ap-
plication is submitted after the NDA 
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holder’s untimely filing of patent in-
formation or whose 505(b)(2) applica-
tion was previously filed but did not 
contain an appropriate patent certifi-
cation or statement at the time of the 
patent submission must submit a cer-
tification under paragraph (i)(1)(i) of 
this section and/or a statement under 
paragraph (i)(1)(iii) of this section as to 
that patent. 

(5) Disputed patent information. If an 
applicant disputes the accuracy or rel-
evance of patent information sub-
mitted to FDA, the applicant may seek 
a confirmation of the correctness of 
the patent information in accordance 
with the procedures under § 314.53(f). 
Unless the patent information is with-
drawn, the applicant must submit an 
appropriate certification or statement 
for each listed patent. 

(6) Amended certifications. A patent 
certification or statement submitted 
under paragraphs (i)(1)(i) through (iii) 
of this section may be amended at any 
time before the approval of the 505(b)(2) 
application. An applicant must submit 
an amended certification as an amend-
ment to a pending 505(b)(2) application. 
If an applicant with a pending 505(b)(2) 
application voluntarily makes a patent 
certification for an untimely filed pat-
ent, the applicant may withdraw the 
patent certification for the untimely 
filed patent. Once an amendment is 
submitted to change the certification, 
the 505(b)(2) application will no longer 
be considered to contain the prior cer-
tification. 

(i) After finding of infringement. An ap-
plicant who has submitted a paragraph 
IV certification and is sued for patent 
infringement must submit an amend-
ment to change its certification if a 
court enters a final decision from 
which no appeal has been or can be 
taken, or signs and enters a settlement 
order or consent decree in the action 
that includes a finding that the patent 
is infringed, unless the final decision, 
settlement order, or consent decree 
also finds the patent to be invalid. In 
its amendment, the applicant must cer-
tify under paragraph (i)(1)(i)(A)(3) of 
this section that the patent will expire 
on a specific date or, with respect to a 
patent claiming a method of use, the 
applicant may instead provide a state-
ment under paragraph (i)(1)(iii) of this 

section if the applicant amends its 
505(b)(2) application such that the ap-
plicant is no longer seeking approval 
for a method of use claimed by the pat-
ent. Once an amendment for the 
change has been submitted, the 
505(b)(2) application will no longer be 
considered to contain a paragraph IV 
certification to the patent. If a final 
decision finds the patent to be invalid 
and infringed, an amended certification 
is not required. 

(ii) After request to remove a patent or 
patent information from the list. If the 
list reflects that an NDA holder has re-
quested that a patent or patent infor-
mation be removed from the list and no 
ANDA applicant is eligible for 180-day 
exclusivity based on a paragraph IV 
certification to that patent, the patent 
or patent information will be removed 
and any applicant with a pending 
505(b)(2) application (including a ten-
tatively approved 505(b)(2) application) 
who has made a certification with re-
spect to such patent must submit an 
amendment to withdraw its certifi-
cation. In the amendment, the appli-
cant must state the reason for with-
drawing the certification or statement 
(that the patent has been removed 
from the list). If the list reflects that 
an NDA holder has requested that a 
patent or patent information be re-
moved from the list and one or more 
first applicants are eligible for 180-day 
exclusivity based on a paragraph IV 
certification to that patent, the patent 
will remain listed until any 180-day ex-
clusivity based on that patent has ex-
pired or has been extinguished. A 
505(b)(2) applicant is not required to 
provide or maintain a certification to a 
patent or patent information that re-
mains listed only for purposes of a first 
applicant’s 180-day exclusivity for its 
ANDA. Once an amendment to with-
draw the certification has been sub-
mitted, the 505(b)(2) application will no 
longer be considered to contain a para-
graph IV certification to the patent. If 
removal of a patent from the list re-
sults in there being no patents listed 
for the listed drug(s) identified in the 
505(b)(2) application, the applicant 
must submit an amended certification 
reflecting that there are no listed pat-
ents. 
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(iii) Other amendments. (A) Except as 
provided in paragraphs (i)(4) and 
(i)(6)(iii)(B) of this section: 

(1) An applicant must amend a sub-
mitted certification or statement if, at 
any time before the approval of the 
505(b)(2) application, the applicant 
learns that the submitted certification 
or statement is no longer accurate; and 

(2) An applicant must submit an ap-
propriate patent certification or state-
ment under paragraph (i)(1) of this sec-
tion if, after submission of the 505(b)(2) 
application, a new patent is issued by 
the U.S. Patent and Trademark Office 
that, in the opinion of the applicant 
and to the best of its knowledge, 
claims a listed drug relied upon or that 
claims an approved use for such listed 
drug for which information is required 
to be filed under section 505(b) and (c) 
of the Federal Food, Drug, and Cos-
metic Act and § 314.53. 

(B) An applicant is not required to 
submit a supplement to change a sub-
mitted certification when information 
on an otherwise applicable patent is 
submitted after the approval of the 
505(b)(2) application. 

(j) Claimed exclusivity. A new drug 
product, upon approval, may be enti-
tled to a period of marketing exclu-
sivity under the provisions of § 314.108. 
If an applicant believes its drug prod-
uct is entitled to a period of exclu-
sivity, it must submit with the NDA 
prior to approval the following infor-
mation: 

(1) A statement that the applicant is 
claiming exclusivity. 

(2) A reference to the appropriate 
paragraph under § 314.108 that supports 
its claim. 

(3) If the applicant claims exclusivity 
under § 314.108(b)(2), information to 
show that, to the best of its knowledge 
or belief, a drug has not previously 
been approved under section 505(b) of 
the Federal Food, Drug, and Cosmetic 
Act containing any active moiety in 
the drug for which the applicant is 
seeking approval. 

(4) If the applicant claims exclusivity 
under § 314.108(b)(4) or (b)(5), the fol-
lowing information to show that the 
NDA contains ‘‘new clinical investiga-
tions’’ that are ‘‘essential to approval 
of the NDA or supplement’’ and were 

‘‘conducted or sponsored by the appli-
cant:’’ 

(i) ‘‘New clinical investigations.’’ A cer-
tification that to the best of the appli-
cant’s knowledge each of the clinical 
investigations included in the NDA 
meets the definition of ‘‘new clinical 
investigation’’ set forth in § 314.108(a). 

(ii) ‘‘Essential to approval.’’ A list of 
all published studies or publicly avail-
able reports of clinical investigations 
known to the applicant through a lit-
erature search that are relevant to the 
conditions for which the applicant is 
seeking approval, a certification that 
the applicant has thoroughly searched 
the scientific literature and, to the 
best of the applicant’s knowledge, the 
list is complete and accurate and, in 
the applicant’s opinion, such published 
studies or publicly available reports do 
not provide a sufficient basis for the 
approval of the conditions for which 
the applicant is seeking approval with-
out reference to the new clinical inves-
tigation(s) in the NDA, and an expla-
nation as to why the studies or reports 
are insufficient. 

(iii) ‘‘Conducted or sponsored by.’’ If 
the applicant was the sponsor named in 
the Form FDA 1571 for an IND under 
which the new clinical investigation(s) 
that is essential to the approval of its 
NDA was conducted, identification of 
the IND by number. If the applicant 
was not the sponsor of the IND under 
which the clinical investigation(s) was 
conducted, a certification that the ap-
plicant or its predecessor in interest 
provided substantial support for the 
clinical investigation(s) that is essen-
tial to the approval of its NDA, and in-
formation supporting the certification. 
To demonstrate ‘‘substantial support,’’ 
an applicant must either provide a cer-
tified statement from a certified public 
accountant that the applicant provided 
50 percent or more of the cost of con-
ducting the study or provide an expla-
nation of why FDA should consider the 
applicant to have conducted or spon-
sored the study if the applicant’s finan-
cial contribution to the study is less 
than 50 percent or the applicant did not 
sponsor the investigational new drug. 
A predecessor in interest is an entity, 
e.g., a corporation, that the applicant 
has taken over, merged with, or pur-
chased, or from which the applicant 
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has purchased all rights to the drug. 
Purchase of nonexclusive rights to a 
clinical investigation after it is com-
pleted is not sufficient to satisfy this 
definition. 

(k) Financial certification or disclosure 
statement. The NDA must contain a fi-
nancial certification or disclosure 
statement or both as required by part 
54 of this chapter. 

(l) Format of an original NDA—(1) Ar-
chival copy. The applicant must submit 
a complete archival copy of the NDA 
that contains the information required 
under paragraphs (a) through (f) of this 
section. FDA will maintain the archi-
val copy during the review of the NDA 
to permit individual reviewers to refer 
to information that is not contained in 
their particular technical sections of 
the NDA, to give other agency per-
sonnel access to the NDA for official 
business, and to maintain in one place 
a complete copy of the NDA. Except as 
required by paragraph (l)(1)(i) of this 
section, applicants may submit the ar-
chival copy on paper or in electronic 
format provided that electronic sub-
missions are made in accordance with 
part 11 of this chapter. 

(i) Labeling. The content of labeling 
required under § 201.100(d)(3) of this 
chapter (commonly referred to as the 
package insert or professional label-
ing), including all text, tables, and fig-
ures, must be submitted to the agency 
in electronic format as described in 
paragraph (l)(5) of this section. This re-
quirement is in addition to the require-
ments of paragraph (e)(2)(ii) of this sec-
tion that copies of the formatted label 
and all labeling be submitted. Submis-
sions under this paragraph must be 
made in accordance with part 11 of this 
chapter, except for the requirements of 
§ 11.10(a), (c) through (h), and (k), and 
the corresponding requirements of 
§ 11.30. 

(ii) [Reserved] 
(2) Review copy. The applicant must 

submit a review copy of the NDA. Each 
of the technical sections, described in 
paragraphs (d)(1) through (6) of this 
section, in the review copy is required 
to be separately bound with a copy of 
the application form required under 
paragraph (a) of this section and a copy 
of the summary required under para-
graph (c) of this section. 

(3) Field copy. The applicant must 
submit a field copy of the NDA that 
contains the technical section de-
scribed in paragraph (d)(1) of this sec-
tion, a copy of the application form re-
quired under paragraph (a) of this sec-
tion, a copy of the summary required 
under paragraph (c) of this section, and 
a certification that the field copy is a 
true copy of the technical section de-
scribed in paragraph (d)(1) of this sec-
tion contained in the archival and re-
view copies of the NDA. 

(4) Binding folders. The applicant may 
obtain from FDA sufficient folders to 
bind the archival, the review, and the 
field copies of the NDA. 

(5) Electronic format submissions. Elec-
tronic format submissions must be in a 
form that FDA can process, review, and 
archive. FDA will periodically issue 
guidance on how to provide the elec-
tronic submission (e.g., method of 
transmission, media, file formats, prep-
aration and organization of files). 

[50 FR 7493, Feb. 22, 1985] 

EDITORIAL NOTE: For FEDERAL REGISTER ci-
tations affecting § 314.50, see the List of CFR 
Sections Affected, which appears in the 
Finding Aids section of the printed volume 
and at www.govinfo.gov. 

§ 314.52 Notice of certification of inva-
lidity, unenforceability, or non-
infringement of a patent. 

(a) Notice of certification. For each 
patent that claims the listed drug or 
drugs relied upon or that claims a use 
for such listed drug or drugs and for 
which the 505(b)(2) applicant submits a 
paragraph IV certification, the appli-
cant must send notice of such certifi-
cation by registered or certified mail, 
return receipt requested, or by a des-
ignated delivery service, as defined in 
paragraph (g) of this section, to each of 
the following persons: 

(1) Each owner of the patent that is 
the subject of the certification or the 
representative designated by the owner 
to receive the notice. The name and ad-
dress of the patent owner or its rep-
resentative may be obtained from the 
U.S. Patent and Trademark Office; and 

(2) The holder of the approved NDA 
under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for each 
drug product which is claimed by the 
patent or a use of which is claimed by 
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